B40 P53-/- BRCA1-/-

RPE P53-/-

<<
=z

|

0 10 20 30 40 50

-
L]
-

-
-
L]

RPE cells

Olaparib sensitivity

Prexasertib sensitivity

Olaparib (uM)

Olaparib (M)

Prexasertib (nM)

1 3 9 27 82

Antagonism

¥ RPE P53-- ¥ RPE P53-/-
1.5 “© B40 P53-- BRCA1-/- 15 “© B40 P53-/- BRCA1-/-
- NA
210 £ 10
i 3
3
3 0.5 ***] i 6’ 0.5
0.0+ 0.
¢ & $ & &
9&09 o N N &
Log2 Olaparib uM Log2 Prexasertib uyM
TOV112D cells
DMSO 120 == DMSO
Prexasertib (1 nM) 100 == Prexasertib (1 nM)
Prexasertib (3 nM) © 80 == Prexasertib (3 nM) ©
Prexasertib (9 nM) 2 == Prexasertib (9 nM) 2
Prexasertib (27 nM) g 60 = Prexasertib (27 nM) g
Prexasertib (82 nM) N 40 =@ Prexasertib (82 nM) (7]
X 2 B
0
0 10 20 30 40 50
Olaparib (uM)
Prexasertib (nM)
1 3 9 27 82
> —~ > —_—
g s g s
g 2 g 2
@ e &
2 a
= =
© ©
a 3 a
K] 2 8
[®] S o
i}
z
<

D RADS51 foci

* %k

15

* %k

10

Mean RAD51 foci per Geminin positive cell

RPEP53”  B40P53"  NA
BRCA1”
120 = DNSO
100 === Prexasertib (1 nM)
80 == Prexasertib (3 nM)
== Prexasertib (9 nM)
60 == Prexasertib (27 nM)
40 =& Prexasertib (82 nM)
20
0

0 10 20 30 40 50
Olaparib (M)

Prexasertib (nM)

1 7 82
02
08
18,
56
7

Supplementary Figure S6
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